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(57) Abstract: 

PROBLEM TO BE SOLVED: To provide a method for 
producing a microaqueous benzimidazole compound by 
which the microaqueous benzimidazole compound useful 
as a medicine, especially an antiulcer agent can be 
obtained as a stable microaqueous substance in good 
purity and high yield by a simple method. 

SOLUTION: The method for producing the microaqueous 
benzimidazole compound comprises dissolving a solvate 
and/or a hydrate of a compound represented by formula 
(I) in a soluble solvent, crystallizing the compound 
with alkaline water at pH«8 and drying the resultant 
crystal at a low temperature of <50°C. 
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PARTIAL TRANSLATION OF JAPANESE UNEXAMINED PATENT 
PUBLICATION (Kokai) No. 2004-2230 (Ref.2) 

Title of the invention: Method for producing microaqueous 
benzimidazole compound 
Application No.: 2002-160105 
Filing date: May 31, 2002 
Applicant: PERMACHEM ASIA LTD 
(Example 1) 

10 g of 2- [ (3-methyl-4-«2, 2, 2- 
trif luoroethoxy»pyridine-2-yl) methylsulf inyl ] benzimidazol 
containing 1.5 % of water was solved and stirred in 60 g of 
dimethyl formamide at room temperature. 

Insoluble materials were removed by filtering the 
solution, the resulting solution was poured into 600 g of 
ammonia water at about pH9 and 10 °C with stirring and the 
precipitated crystal was corrected. 

After washing the crystal with 50 g of water, the 
crystal was dried under the reduced pressure of 15 mm Hg at 
40 °C for 12 hours to obtain 9.3 g of 2- [ (3-methyl-4-«2 , 2 , 2- 
trif luoroethoxy»pyridine-2-yl) methylsulf inyl] benzimidazol 
as a white crystal [Dehydration product derived from the 
original crystal by removing water. Calculated yield: 94.4 
%] 

Melting point: 177,4 °C (degradation) 

Water content: 0.04 % (measured by Karl Fischer's method 
with "AQV-7S" made by Hiranuma Ltd.) 

(Example 2) 

20 g of ethanol-water mixture of 2- [ (3-methyl-4-* 
«2 , 2 , 2-trif luoroethoxy»pyridine-2- 
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yl) methylsulf inyl] benzimidazol containing 0.9 % of water 
was solved and stirred in 150 g of tetrahydrof uran at 35 °C. 

Insoluble materials were removed by filtering the 
solution, the resulting solution was poured into 1200 g of 
ammonia water at about pH9.5 and 10 °C with stirring and the 
precipitated crystal was corrected. 

After washing the crystal with 120 g of water, the 
crystal was dried under the reduced pressure of 15 mm Hg at 
45 °C to obtain 9.3 g of 2- [ (3-methyl-4-«2 , 2 , 2- 
trif luoroethoxy»pyridine-2-yl) methylsulf inyl] benzimidazol 
as a white crystal [Dehydration product derived from the 
original crystal by removing water. Calculated yield: 94.4 
%] 

Water content of the obtained white crystal was 
measured as described in Example 1- It was 0.03 %. 
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